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Akademicka klinicka studie




Komu protokol slouzi?

Kdo s nim pracuje, kdo jej ¢te?

Klinicky tym

Administrativneé-
analyticky tym

Posuzovatelé
Kontrolofri

Odborna verejnost,
védecka obec

Zkousejici Iékari, studijni sestry, studijni
koordinatofi

Narodni koordinator, PM, data manazer,
statistik, PhV pracovnik, spolupracuijici

védci-nelékafri

SUKL, EK

Monitor, auditofi SUKL, EK, zadavatele

Editofi a peer-reviewers ¢asopisu,
ostatni vyzkumné tymy
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Co protokol je a co neni?

v'Technicky dokument xVédecky ¢lanek
v'Prakticky navod x Review
v'Podklad pro publikaci x Kvalifikaéni prace

v'Soustfedény na cil’lhypotézu | xNarativni

v’ Struény, ale vystizny x Historie ,,od Adama“
v'Logicky usporadan xNadbytek detaild,
v'Snadna orientace ktere s cilem KH
v'Co, pro¢ a jak provadét nesouvisei
MUNI
MED



Povinneé nalezitosti protokolu

— Vyhlaska €. 226/2008 Sb. o spravné klinickeé praxi a
blizSich podminkach KH LP

— http://www.sukl.cz/leciva/pokyny-a-formulare-2 — KLH-8

x Nejde o Sablonu

x [nformace jsou nelogicky usporadané

x Protokol vytvoreny presne dle KLH-8 je neprehledny
x Chaoticky protokol = zmateni zkousejici = rizikové KH
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http://www.sukl.cz/leciva/pokyny-a-formulare-2

Doporucené postupy

Pro KH:

— SPIRIT 2013 Statement: defining standard protocol items
for clinical trials (ann intern Med. 2013: 158 (3): 200-207)

Jiné typy studii:
— Lze vychazet z guidelines pro publikovani vysledku
— http://www.equator-network.org/reporting-quidelines/
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http://www.equator-network.org/reporting-guidelines/
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Table I. SPIRIT 2013 Checklist: Recommended Items to Address in a Clinical Trial Protocol and Related Documents*

Section/Item

Administrative information
Title
Trial registration

Protocol version
Funding
Roles and responsibilities

Introduction
Background and rationale

Obijectives
Trial design

Methods

Participants, interventions,

and outcomes
Study setting

Eligibility criteria

Interventions

Outcomes

Item
Number

2a
2b

ba
5b
5c

5d

6a

= R |

10

1a

11b

11¢

11d
12

Description

Descriptive title identifying the study design, population, interventions, and, if applicable, trial acronym

Trial identifier and registry name. If not yet registered, name of intended registry.

All iterns from the World Health Organization Trial Registration Data Set (Appendix Table, available at
www.annals.org)

Date and version identifier

Sources and types of financial, material, and other support

Names, affiliations, and roles of protocol contributors

Name and contact information for the trial sponsor

Role of study sponsor and funders, if any, in study design; collection, management, analysis, and interpretation of data;
writing of the report; and the decision to submit the report for publication, including whether they will have ultimate
authority over any of these activities

Composition, roles, and responsibilities of the coordinating center, steering committee, end point adjudication
committee, data management team, and other individuals or groups overseeing the trial, if applicable (see item 21a
for DMC)

Description of research question and justification for undertaking the trial, including summary of relevant studies
{published and unpublished) examining benefits and harms for each intervention

Explanation for choice of comparators

Specific objectives or hypotheses

Description of trial design, including type of trial (e.g., parallel group, crossover, factorial, single group), allocation ratio,
and framework (e.g., superiority, equivalence, noninferiarity, exploratory)

Description of study settings (e.g., community clinic, academic hospital) and list of countries where data will be
collected. Reference to where list of study sites can be obtained

Inclusion and exclusion criteria for participants. If applicable, eligibility criteria for study centers and individuals who will
perform the interventions (e.g., surgeons, psychotherapists)

Interventions for each group with sufficient detail to allow replication, including how and when they will be
administered

Criteria for discontinuing or modifying allocated interventions for a given trial participant (e.g., drug dose change in
response to harms, participant request, or improving/worsening disease)

Strategies to improve adherence to intervention protocols, and any procedures for monitoring adherence (e.g., drug
tablet return, laboratory tests)

Relevant concomitant care and interventions that are permitted or prohibited during the trial

Primary, secondary, and other outcomes, including the specific measurement variable (e.g., systolic blood pressure),
analysis metric (e.g., change from baseline, final value, time to event), method of aggregation (e.g., median,
proportion), and time point for each outcome. Explanation of the clinical relevance of chosen efficacy and harm
outcomes is strongly recommended

Ann Intern Med. 2013; 158 (3): 200—207. doi: 10.7326/0003-4819-158-3-201302050-00583
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Struktura protokolu KH

Uvod
Cile
Design

Studijni populace

Hodnocené LP

ZdUvodnéni KH, souhrn informaci z preklin. a
klin. vyzkumu, rizika a pfinosy pro pacienta

Ugel/hypotéza, cile (outcomes) a sledované
parametry (endpoints)

Popis designu, poCet ramen, randomizace,
zaslepeni (v€. postupu, techniky)

Zafazovaci a vyrazovaci kritéria, predcasné
ukonceni ucasti, kritéria pro ukonceni KH, pro
zastaveni naboru

Registrované/neregistrované — ruzné nalezitosti,
pouziti a popis placeba, zneSkodriovani LP,
evidence spotreby/compliance
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Struktura protokolu KH

Prabéh KH Schéma podavani |é€by a mozné modifikace,
konkomitantni povolena a zakazana medikace,
zachranna léCba, prehled a popis navstey,
vySetieni, odbéru (+ grafické schéma, tabulka)

Hodnoceni Uu¢innosti Cile (outcomes) a sledované parametry
(endpoints) se vztahem k ucinnosti, definice,
vysvétleni, navody, popis dotazniku, VAS...

Hodnoceni Definice, sledovani, hlaSeni a zaznamenavani

bezpecnosti AE v KH, vyjimky, postupy, formulare,
problematika t€hotenstvi + cile (outcomes) a
sledované parametry (endpoints) se vztahem k
bezpeclnosti
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Struktura protokolu KH

Statistika

Kontrola a ochrana
dat, jiSténi jakosti
Etické aspekty
Pojisténi, financovani
Reference

Prilohy

Popis metod k analyze cill, hladina vyznamnosti,
postup vypoctu velikosti vzorku, postup
nakladani s chybéjicimi daty, odchylky od planu

Zpusob zadavani dat, popis ¢innosti monitoru,
auditorll a zavazek spoluprace zkousSejiciho

Zranitelné subjekty, typy IS, postup ziskani IS
Pojistovna, instituce a identifikacni Cislo grantu
Prehled odkazu na literaturu

Flow-chart (tabulka prubéhu KH), znaceni stitku
s medikaci, dotazniky, VAS aj.
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Modifikace struktury protokolu

— Adaptace na konkrétni projekt
— KH ranych fazi
— Non-RCT, otevrené studie...
— ,Master protocol” trials — basket, umbrella...
— Neintervencni, observacni studie, registry
— Pomuze: http://www.equator-network.org

— Zdravotnicky prostredek?
— LécCebna metoda?
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http://www.equator-network.org/reporting-guidelines/

Klinickeé studie ,,bez leciv*

Zdravotnicky prostredek
— Zakon C. 268/2014 Sb. o zdravotnickych prostredcich

— Norma ISO 14155 Klinické zkousky zdravotnickych
prostfedku pro humanni ucely — Spravna klinicka praxe

_ Plan klinické zkousky (posuz. SUKL, EK)

LéCebna metoda (zavedena vs. nezavedena)
— Helsinska deklarace, aktualizace 2013

— Zakon €. 373/2011 Sb. o specifickych leCebnych sluzbach

— Hlava Ill, § 35 — Zadost o udéleni povoleni k ov&fovani
nezavedené metody (posuz. Min. zdravotnictvi)
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https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/
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Jak se protokol tvori~

Ve velké farmaceutickeé firmé

Clinical

expert

Pharmacologist

Medical
writer

Biomarker

specialist

Data
manager

Design and
outcomes
expert

Regulatory
strategist

Safety
expert

= =

m
O =



Jak se protokol tvori~

V prostredi Ceského zdravotnického zarizeni

Ochotny
kolega z
oddéleni

del vik . Model spoluprace
Model vik-samotar ve smedce

Kamarad
védec-
nelékar

Kolega, ktery
rozumi
statistice
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Jak se protokol tvori~

v Poradenstvi @
v Vedeni projektu

v EXxpertiza @ @
v' Sablona protokolu

v' Sablona synopse @

v Medical writer
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Venujte se vyzkumu, administrativu delegujte!

I.CZGCR\H

CZECH CLINICAL RESEARCH INFRASTRUCTURE NETWORK

Info@czecrin.cz
WWW.CZecCrin.cz
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